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rejection of claims 22-24, 27-29, 31-35, and 38-43 is appealed. 
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(4) Status of Amendments 

No amendment has been filed subsequent to the final rejection dated September 12, 2006. 



(5) Summary of the Claimed Subject Matter 

Claim 22 

Claim 22 recites a method to modulate vascular tone in a male patient having 
compromised vascular tissue associated with erectile dysfunction, comprising administering to 
the male patient a pharmaceutically effective amount of a chloride channel blocking agent, or a 
pharmaceutically acceptable salt thereof 

Support for a method to modulate vascular tone of compromised vascular tissue 
associated with erectile dysfunction by administration of a chloride channel blocking agent is 
found in the specification at page 11, lines 16-19, and original claims 22 and 30. 

Support for a "male patient" is found in the specification from page 1, line 18 through 
page 6, line 22, which sets forth the problem of male sexual dysfunction. Further, page 14, lines 
7-9 indicates that the method treats male impotence. Applicant respectfully submits that one of 
ordinary skill in the art would recognize that if the patient has "compromised vascular tissue 
associated with erectile dysfunction" as recited in claim 22, then, logically, the patient is a male. 



Claim 23 

Claim 23 recites a method of claim 22, wherein the chloride channel blocking agent is a 
compound of Formula I 

R 4 R 5 N(CH 2 )„0 ^ J C=C \^J^J 



R 



wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or R 4 and R 5 are 
joined together with the adjacent nitrogen atom to form a heterocyclic radical; R 6 is H or a lower 
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alkyl radical; R 7 is H 5 halo, OH 5 a lower alkyl radical, or is a buta-l,3-dienyl radical which 
together with the adjacent benzene ring forms a naphthyl radical; R 8 is H or OH; and n is 2; or a 
pharmaceutically acceptable salt thereof. 

Claim 23 was not amended during prosecution; therefore, support for this claim is found 
in original claim 23. Support for Formula I is also found in the specification at page 12, lines 4- 
11. 

Clam 24 

Claim 24 recites a method of claim 23, wherein the compound is 1-p-p- 
dimethylaminoethoxyphenyl-trans-l,2-diphenylbut«l-ene, or a pharmaceutically acceptable salt 
thereof. 

Support for l-p-p-dimethylaminoethoxyphenyl-trans-l,2-diphenylbut-l-ene, or a 
pharmaceutically acceptable salt thereof is found in the specification at page 12, lines 9-11, and 
original claim 24. 

Claim 27 

Claim 27 recites a method of claim 22, wherein the chloride channel is a CLC3 channel. 

Claim 27 was not amended during prosecution; therefore, support for this claim is found 
in original claim 27. Support for the feature of the chloride channel being a CLC3 channel is 
also found in the specification at page 13, lines 3-4. 

Claim 28 

Claim 28 recites the method of claim 27, wherein blocking the CLC3 channel results in 
diminished vasoconstriction to norepinephrine. 

Claim 28 was not amended during prosecution; therefore, support for this claim is found 
in original claim 28. Support for the feature of the blocking of the CLC3 channel resulting in 
diminished vasoconstriction to norepinephrine is also found in the specification at page 13, lines 
3-5. 
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Claim 29 

Claim 29 recites the method of claim 22, wherein the agent modulates vascular tone by 
enhancing vasodilation. 

Claim 29 was not amended during prosecution; therefore, support for this claim is found 
in original claim 29. Support for the feature of the agent modulating vacular tone by enhancing 
vasodilation is also found in the specification at page 13, lines 5-7. 

Claim 31 

Claim 3 1 recites the method of claim 22, further comprising administering a 
pharmaceutically effective compound selected from an anti-diabetes agent, an anti-hypertension 
agent, an anti-coronary artery disease agent, an anti-restenosis agent, and a vasodilatory agent. 

Support for the feature of additionally administering an anti-diabetes agent, an anti- 
hypertension agent, an anti-coronary artery disease agent, an anti-restenosis agent, and a 
vasodilatory agent is found in the specification at page 9, lines 2-5; page 12, line 20 to page 13, 
line 2 and original claim 31. 

Claim 32 

Claim 32 recites a method of claim 22, wherein the agent is administered intravenously 
or orally. 

Claim 32 was not amended during prosecution; therefore, support for this claim is found 
in original claim 32. Support for the agent being administered intravenously or orally is also 
found in the specification at page 12, lines 20-21. 

Claim 33 

Claim 33 recites a method to modulate penile vascular tone in a male mammal in need 
thereof, said method comprising administering a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof. 

Support for "modulate penile vascular tone in a mammal" involving "administering a 
pharmaceutically effective amount of a chloride channel blocking agent, or a pharmaceutically 
acceptable salt thereof 5 is found in the specification at page 13, lines 8-10. Support for a "male" 



APPEAL BRIEF Page 5 of 44 

Serial Number: 09/930,105 
AttyDkt. 17023.01 7US1 
Filing Date: August 15, 2001 

Title: USE OF CLC3 CHLORIDE CHANNEL BLOCKERS TO MODULATE VASCULAR TONE 

is found in the specification from page 1, line 18 through page 6, line 22, which sets forth the 
problem of male sexual dysfunction. Applicant respectfully submits that one of ordinary skill in 
the art would recognize that if the method is to modulate penile vascular tone in a mammal as 
recited in claim 33, then, logically, the patient is a male. 



Claim 34 

Claim 34 recites a method of claim 33, wherein the chloride channel blocking agent is a 
compound of Formula I 



R 4 R 5 N(CH 2 ) ] 



,o-/^c=c^V R7 



R 



wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or R 4 and R 5 are 
joined together with the adjacent nitrogen atom to form a heterocyclic radical; R 6 is H or a lower 
alkyl radical; R 7 is H, halo, OH, a lower alkyl radical, or is a buta-l,3-dienyl radical which 
together with the adjacent benzene ring forms a naphthyl radical; R 8 is H or OH; and n is 2; or a 
pharmaceutically acceptable salt thereof. 

Claim 34 was not amended during prosecution; therefore, support for this claim is found 
in original claim 34. Support for a method to modulate penile vascular tone in a mammal 
comprising administering a pharmaceutically effective amount of a compound of Formula I, or a 
pharmaceutically acceptable salt thereof is found at page 13, lines 8-16. 



Claim 35 

Claim 35 recites the method of claim 34, wherein the compound administered is l-p-0- 
dimethylaminoethoxyphenyl-trans-1, 2-diphenylbut-l-ene, or a pharmaceutically acceptable salt 
thereof. 
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Support for the used of 1 -p-P-dimethylaminoethoxyphenyl-trans-l 3 2-diphenylbut-l-ene, 
which is also called tamoxifen, can be found in the specification at page 13, lines 15-16, and in 
original claim 35. 



Claim 38 

Claim 38 recites the method of claim 33, wherein the agent is administered orally or 
intravenously. 

Claim 38 was not amended during prosecution; therefore, support for this claim is found 
in original claim 38. Support for the agent being administered orally or intravenously is found at 
page 14, lines 1-3. 

Claim 39 

Claim 39 recites a method of claim 33, wherein the chloride channel is a CLC3 channel. 

Claim 39 was not amended during prosecution; therefore, support for this claim is found 
in original claim 39. Support for the chloride channel being a CLC3 channel is found at page 14, 
lines 4-6. 



Claim 40 

Claim 40 recites the method of claim 39, wherein blocking the CLC3 channel results in 
diminished vasoconstriction to norepinephrine. 

Claim 40 was not amended during prosecution; therefore, support for this claim is found 
in original claim 40. Support for the blocking of the CLC3 channel resulting in diminished 
vasoconstriction to norepinephrine is found at page 14, lines 4-6. 

Claim 41 

Claim 41 recites the method of claim 39, wherein blocking the CLC3 channel reduces 
penile sympathetic tone. 

Claim 41 was not amended during prosecution; therefore, support for this claim is found 
in original claim 41 . Support for the blocking of the CLC3 channel reducing penile sympathetic 
tone is found at page 14, lines 4-6. 
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Claim 42 

Claim 42 recites the method of claim 41, wherein the reduction of penile sympathetic 
tone induces an erection. 

Claim 42 was not amended during prosecution; therefore, support for this claim is found 
in original claim 42. Support for the reduction of penile sympathetic tone inducing an erection is 
found at page 14, lines 4-6. 

Claim 43 

Claim 43 recites a method for treating erectile dysfunction in a male patient comprising 
administering to the male patient a composition comprising a CLC3 channel blocking agent or a 
pharmaceutically acceptable salt thereof, and a pharmaceutical^ acceptable carrier. 

Support for "method for treating erectile dysfunction in a patient comprising 
administering to the patient a composition comprising a CLC3 channel blocking agent or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier" is found in 
original claim 43. 

Support for a "male" is found in the specification from page 1, line 18 through page 6, 
line 22, which sets forth the problem of male sexual dysfunction. Further, page 14, lines 7-9 
indicates that the method treats male impotence. Applicant respectfully submits that one of 
ordinary skill in the art would recognize that if the patient has "compromised vascular tissue 
associated with erectile dysfunction" as recited in claim 22, then, logically, the patient is a male. 

(6) Grounds of Rejection to Be Reviewed on Appeal 

The issues being appealed are the following: 

(1) Whether claims 22-24, 27-29, 33-35 or 39-43 are anticipated under 35 U.S.C. § 102(b) by 
Delaney et al (Delaney et a/., (1996) The Breast 5:53-54) as evidenced by U.S. Patent No. 
5,658,936 (the Kifor et al patent); and 
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(2) Whether claims 3 1, 32 or 38 are unpatentable under 35 U.S.C. § 103(a) over Delaney et 
al (Delaney et al, (1996) The Breast 5:53-54) in view of U.S. Patent No. 6,266,560 (the Zhang 
et al patent) and Drug Facts and Comparisons (1997). 

(7) Argument 

A. The Claims Are Distinguishable over Delaney et al 

The Examiner alleges that claims 22-24, 27-29, 33-35 and 39-43 are anticipated by 
Delaney et al (Delaney et al, (1996) The Breast 5:53-54) as evidenced by the Kifor et al 
patent (U.S. Patent No. 5,658,936). 

The Examiner stated that Delaney et al teaches that a patient treated with tamoxifen 
exhibited significantly enhanced libido. The Examiner also stated that the Kifor et al patent 
provides evidence of the equivalence between improvement in erectile function and increased 
libido. The Examiner further stated that Applicants' recitation in the claims of a mechanism for 
modulating penile vascular tone does not represent a patentable limitation, and that tamoxifen 
has been previously used to obtain the same pharmacological effect (enhanced erection) that 
would result from the claimed method. 



Claim 22 

Independent claim 22 recites a method to modulate vascular tone in a male patient 
having compromised vascular tissue associated with erectile dysfunction, comprising 
administering to the male patient a pharmaceutical^ effective amount of a chloride channel 
blocking agent, or a pharmaceutical^ acceptable salt thereof. 

Applicant respectfully submits that Delaney et al do not teach the method of claim 22 
and therefore fail to anticipate claim 22. Delaney et al disclose that one male patient on a 
tamoxifen regimen had experienced increased libido during his course of treatment. At no 
point do Delaney et al disclose that the patient had compromised vascular tissue associated 
with erectile dysfunction, as recited in claim 22. While Delaney et al suggests that tamoxifen 
may have been the cause of the patient's increased libido, Delaney et al fails to even suggest 
that tamoxifen might be useful to modulate penile vascular tone in a patient with erectile 
dysfunction. 
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Page 4 of the September 12, 2006 Office Action states that "the patient being treated by 
Delaney et al had enhanced libido upon administration of tamoxifen" (emphasis in original), 
but then later states that "when tamoxifen treatment was continued, the libido condition was 
returned to normal." These two statements are inconsistent. The Office Action first states that 
the tamoxifen treatment was the causative agent to increase the patient's libido, but later states 
that the tamoxifen treatment caused the patient's libido to reduce back down to a normal level. 

The Delaney et al article states that the increased libido was a negative complication of 
the tamoxifen treatment, as indicated by the statement that the patient "complained of two side- 
effects since the commencement of tamoxifen - the development of an acneform rash and for the 
immediately preceding 6 months significantly enhanced libido" (page 53, first column). There is 
no support in Delaney et al for the statement on page 5 of the Office Action that "Delaney et al. 
continued tamoxifen in the patient while the patient was suffering from enhanced libido, to 
decrease the enhanced libido condition in the patient back to normal" (emphasis added). 

Applicant asserts that Delaney et al do not show a correlation between the administration 
of tamoxifen to the patient and the observed increase in libido in the patient. As discussed 
previously, the Delaney et al reference discusses a case history of one male patient with 
metastatic breast cancer. The sequence of events was as follows: 



Date 


Activity 


October 1988 


Surgery for carcinoma 


June 1992 


Multiple bone metastases 


February 1993 


Radiotherapy 


April 1993 


Tamoxifen treatment started 


August 1993 


Side-effects began (significantly enhanced libido, rash) 


February 1994 


Patient seen for review, reported side-effects 


January 1995 


Patient re-evaluated, reported cessation of side-effects even though continued 
tamoxifen treatment (libido returned to normal, rash resolved) 



Thus, during the middle portion of the period when he was treated with tamoxifen, he 
experienced increased libido. According to Delaney et al, the patient began tamoxifen treatment 
in April of 1993. Ten months later, in February of 1994, he reported that he had experienced 
significantly enhanced libido for the immediately preceding six months. It is important to note 
that the onset of increased libido did not occur until the patient had been taking tamoxifen for 
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about four months. Moreover, when the patient was reevaluated in January of 1995, his libido 
had returned to normal levels (and the other negative side effect of the rash resolved) despite the 
fact that he continued tamoxifen treatment. In other words, the patient's increased libido was not 
observed until the patient had been on tamoxifen for a several months, and it resolved before the 
patient discontinued his tamoxifen treatment. 

Applicant asserts that there is a lack of causation (i.e., a cause-and-effect relation) 
between the administration of tamoxifen and the effect observed by Delaney et al Applicant 
asserts that Delaney et al do not show a correlation between the administration of tamoxifen to 
the patient and the observed increase in libido in the patient. The patient's increased libido was 
not observed until the patient had been on tamoxifen for a several months, and it resolved 
before the patient discontinued his tamoxifen treatment. Thus, Delaney et al merely discloses 
that one male breast cancer patient on a tamoxifen regimen had experienced an increased libido 
during the course of treatment, and that the period of time in which he had an increased libido 
was not co-extensive with the period of time in which he was administered tamoxifen. 

Delaney et al do not report that any studies were conducted to determine whether the 
tamoxifen treatment was definitively linked to the patient's increase in libido. In addition, 
Delaney et al did not attempt to establish whether the increased libido might have been linked 
to any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as 
radiotherapy. In fact, the authors of Delaney et al were unsure as to the cause of the increased 
libido, as they speculate that it may have been related to the relatively young age of the patient. 
They do not disclose any evidence that tamoxifen treatment and increased libido were 
causatively linked. 

In addition, Delaney et al disclose that the increase in libido observed in this one patient 
was contrary to other case reports in which tamoxifen therapy was associated with impotence. In 
fact, Delaney et al disclose that previous studies had found that 5 to 30 percent of men receiving 
tamoxifen experienced reduced libido. Thus, Delaney et al clearly teach that the patient in 
question was an outlier, and that tamoxifen treatment would be expected to reduce libido rather 
than to increase libido. 
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Moreover, libido and erectile dysfunction are significantly different conditions; an 
improvement in erectile function cannot be equated with an increase in libido. Libido is a 
psychological phenomenon that is defined by the Merriam- Webster online dictionary as 
"emotional or psychic energy that in psychoanalytic theory is derived from primitive biological 
urges and that is usually goal-directed; or sexual drive." Erectile dysfunction is a physiological 
condition that is defined by the On-Line Medical Dictionary as "a consistent inability to sustain 
an erection sufficient for sexual intercourse." Given these differences, increasing libido and 
modulating penile vascular tone to treat erectile dysfunction are likely accomplished by different 
mechanisms. Thus, even if tamoxifen treatment was casually linked to the psychological 
condition of an increased libido, there would have been no reason to believe that it could be used 
to physiologically modulate penile vascular tone or to treat erectile dysfunction. 

The Kifor et al patent is consistent with the above definitions when it states that 
improved erectile function can include "any enhancement of the ability of a subject to maintain 
an erection, induce or improve ejaculation, induce or improve orgasm, and increase libido." 
{See, column 7, lines 4-8 of the Kifor et al patent.) Thus, an increase in libido may improve 
erectile dysfunction, but does not necessarily do so. As such, improved erectile function and 
increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together 
with the lack of evidence establishing that tamoxifen treatment was causally associated with 
one individual's increased libido, as well as the failure of Delaney et al to disclose that 
tamoxifen would be useful in a patient having compromised vascular tissue and/or erectile 
dysfunction, it is clear that the cited documents does not anticipate claim 22. 

Claim 23 

Claim 23 recites the method of claim 22 (i.e., a method to modulate vascular tone in a 
male patient having compromised vascular tissue associated with erectile dysfunction, 
comprising administering to the male patient a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof), wherein the chloride 
channel blocking agent is a compound of Formula I: 
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R 4 R 5 N(CH 2 ) n O 




I 

wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or R 4 and R 5 are 
joined together with the adjacent nitrogen atom to form a heterocyclic radical; R 6 is H or a lower 
alkyl radical; R 7 is H 5 halo, OH 5 a lower alkyl radical, or is a buta-l,3-dienyl radical which 
together with the adjacent benzene ring forms a naphthyl radical; R 8 is H or OH; and n is 2; or a 
pharmaceutical^ acceptable salt thereof. 

Applicants respectfully assert that Delaney et al fail to anticipate claim 23. As discussed 
above, Delaney et al disclose that one male patient on a tamoxifen regimen had experienced 
increased libido during a portion of his course of treatment. At no point do Delaney et al 
disclose that the patient had compromised vascular tissue associated with erectile dysfunction, as 
recited in claim 23. As discussed above, Delaney et al fails to suggest that tamoxifen might be 
useful to modulate penile vascular tone in a patient with erectile dysfunction. Further, as 
discussed above, Delaney et al fail to establish a causative link between tamoxifen treatment and 
increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 
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Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together with 
the lack of evidence establishing that tamoxifen treatment was causally associated with one 
individual patient's increased libido, as well as the failure of Delaney et al to disclose that 
tamoxifen would be useful in a patient having compromised vascular tissue and/or erectile 
dysfunction, it is clear that the cited documents do not anticipate claim 23. 

Claim 24 

Claim 24 recites a method of claim 23 {i.e., a method to modulate vascular tone in a male 
patient having compromised vascular tissue associated with erectile dysfunction, comprising 
administering to the male patient a pharmaceutically effective amount of a chloride channel 
blocking agent, or a pharmaceutically acceptable salt thereof, wherein the chloride channel 
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blocking agent is a compound of Formula I), wherein the compound is 1-p-p- 
dimethylaminoethoxyphenyl-trans-l ? 2-diphenylbut-l-ene 5 or a pharmaceutical^ acceptable salt 
thereof. The compound l-p-p-dimethylamirioethoxyphenyl-trans-l 5 2-diphenylbut-l-ene is also 
commonly called tamoxifen. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 24. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had compromised vascular tissue associated with erectile 
dysfunction, as recited in claim 24. As discussed above, Delaney et al fails to suggest that 
tamoxifen might be useful to modulate penile vascular tone in a patient with erectile dysfunction. 
Further, as discussed above, Delaney et al fail to establish a causative link between tamoxifen 
treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1 993 . Ten months later, in February of 1 994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 
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In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together with 
the lack of evidence establishing that tamoxifen treatment was causally associated with one 
individual's increased libido, as well as the failure of Delaney et al to disclose that tamoxifen 
would be useful in a patient having compromised vascular tissue and/or erectile dysfunction, it is 
clear that the cited documents do not anticipate claim 24. 

Claim 27 

Claim 27 recites a method of claim 22 {i.e., a method to modulate vascular tone in a male 
patient having compromised vascular tissue associated with erectile dysfunction, comprising 
administering to the male patient a pharmaceutically effective amount of a chloride channel 
blocking agent, or a pharmaceutically acceptable salt thereof), wherein the chloride channel is a 
CLC3 channel. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 27. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had compromised vascular tissue associated with erectile 
dysfunction, as recited in claim 27. Delaney et al fails to suggest that a chloride channel 
blocking agent might be useful to modulate penile vascular tone in a patient with erectile 
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dysfunction. Further, Delaney et al fail to establish a causative link between the use of a 
chloride channel blocking agent and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al , the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, Delaney et al do not report that any studies were conducted to determine 
whether the tamoxifen treatment was definitively linked to the patient's increase in libido, and 
did not attempt to establish whether the increased libido might have been linked to any of the 
other treatments to which the cancer patient had been subjected, including chemotherapy with 
cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. Instead, the 
authors of Delaney et al were unsure as to the cause of the increased libido. They do not 
disclose any evidence that tamoxifen treatment and increased libido were causatively linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 
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In summary, given the lack of evidence establishing that tamoxifen treatment was 
causally associated with one individual's increased libido, as well as the failure of Delaney et al 
to disclose that a chloride channel blocking agent would be useful in a patient having 
compromised vascular tissue and/or erectile dysfunction, it is clear that the cited documents do 
not anticipate claim 27. 

Claim 28 

Claim 28 recites the method of claim 27 (/.<?., a method to modulate vascular tone in a 
male patient having compromised vascular tissue associated with erectile dysfunction, 
comprising administering to the male patient a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof, wherein the chloride 
channel is a CLC3 channel), wherein blocking the CLC3 channel results in diminished 
vasoconstriction to norepinephrine. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 28. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had compromised vascular tissue associated with erectile 
dysfunction, as recited in claim 28. Delaney et al fails to suggest that tamoxifen might be useful 
to modulate penile vascular tone in a patient with erectile dysfunction, wherein blocking a CLC3 
channel results in diminished vasoconstriction to norepinephrine. Further, Delaney et al fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur, until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
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tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al. do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al. were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al. disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al. clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together with 
the lack of evidence establishing that tamoxifen treatment was causally associated with one 
individual's increased libido, as well as the failure of Delaney et al. to disclose that tamoxifen 
would be useful in a patient having compromised vascular tissue and/or erectile dysfunction, it is 
clear that the cited documents do not anticipate claim 28. 



Claim 29 

Claim 29 recites the method of claim 22 (i.e., a method to modulate vascular tone in a 
male patient having compromised vascular tissue associated with erectile dysfunction, 
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comprising administering to the male patient a pharmaceutical^ effective amount of a chloride 
channel blocking agent, or a pharmaceutical^ acceptable salt thereof), wherein the agent 
modulates vascular tone by enhancing vasodilation. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 29. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had compromised vascular tissue associated with erectile 
dysfunction or that a chloride channel blocking agent modulates vascular tone by enhancing 
vasodilation, as recited in claim 29. Delaney et al fails to suggest that tamoxifen might be 
useful to modulate penile vascular tone in a patient with erectile dysfunction. Further, Delaney 
et al fail to establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 
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In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together with 
the lack of evidence establishing that tamoxifen treatment was causally associated with one 
individual's increased libido, as well as the failure of Delaney et al to disclose that tamoxifen 
would be useful in a patient having compromised vascular tissue and/or erectile dysfunction, it is 
clear that the cited documents do not anticipate claim 29. 

Claim 33 

Independent claim 33 recites a method to modulate penile vascular tone in a male 
mammal in need thereof, said method comprising administering a pharmaceutically effective 
amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt thereof. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 33. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had a need for the modulation of penile vascular tone, as recited in 
claim 33. Delaney et al fails to suggest that tamoxifen might be useful to modulate penile 
vascular tone in a patient in need thereof. Further, as discussed above, Delaney et al fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al 9 the patient began tamoxifen 
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treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, libido and modulation of penile vascular tone are significantly different 
conditions; a modulation in penile vascular tone cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone. Modulated penile 
vascular tone and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al to 
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disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 33. 

Claim 34 

Claim 34 recites a method of claim 33 (i.e., a method to modulate penile vascular tone in 
a male mammal in need thereof, said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel blocking agent is a compound of Formula I 



R 4 R 5 N(CH 2 ) n O 




I 

wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or R 4 and R 5 are 
joined together with the adjacent nitrogen atom to form a heterocyclic radical; R 6 is H or a lower 
alkyl radical; R 7 is H, halo, OH, a lower alkyl radical, or is a buta-l,3-dienyl radical which 
together with the adjacent benzene ring forms a naphthyl radical; R 8 is H or OH; and n is 2; or a 
pharmaceutically acceptable salt thereof. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 34. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had a need for the modulation of penile vascular tone, as recited in 
claim 34. 

Delaney et al fails to suggest that tamoxifen might be useful to modulate penile vascular 
tone in a patient in need thereof. Further, as discussed above, Delaney et al fail to establish a 
causative link between tamoxifen treatment and increased libido. Delaney et al disclose that one 
male cancer patient experienced increased libido during a course of treatment with tamoxifen. 
According to Delaney et al, the patient began tamoxifen treatment in April of 1993. Ten months 
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later, in February of 1994, he reported that he had experienced significantly enhanced libido for 
the immediately preceding six months. As such, the onset of increased libido did not occur until 
the patient had been taking tamoxifen for about four months. Moreover, when the patient was 
reevaluated in January of 1995, his libido had returned to normal levels despite the fact that he 
continued tamoxifen treatment. Thus, the perceived side effect of increased libido was not 
observed until the patient had been on tamoxifen for a relatively long time, and it resolved before 
the patient discontinued his tamoxifen treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, libido and modulation of penile vascular tone are significantly different 
conditions; modulation of penile vascular tone cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone. A modulation in 
penile vascular tone and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al to 
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disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 34. 



Claim 35 

Claim 35 recites the method of claim 34 (i.e., a method to modulate penile vascular tone 
in a male mammal in need thereof, said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel blocking agent is a compound of Formula I), wherein the 
compound administered is 1-p-P-dimethylaminoethoxyphenyl-trans-l, 2-diphenylbut-l -ene, or a 
pharmaceutically acceptable salt thereof. 

Applicants respectfully assert that Delaney et al. fails to anticipate claim 35. As 
discussed above, Delaney et al. discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al. disclose that the patient had a need for the modulation of penile vascular tone, as recited in 
claim 35. Delaney et al. fails to suggest that tamoxifen might be useful to modulate penile 
vascular tone in a patient in need thereof. Further, as discussed above, Delaney et al. fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al. disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al. do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
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any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido -rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al to 
disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 35. 

Claim 39 

Claim 39 recites a method of claim 33 {i.e., a method to modulate penile vascular tone in 
a male mammal in need thereof, said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel is a CLC3 channel. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 39. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
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et al disclose that the patient had a need for the modulation of penile vascular tone, as recited in 
claim 39. Delaney et al fails to suggest that tamoxifen might be useful to modulate penile 
vascular tone in a patient in need thereof. Further, as discussed above, Delaney et al fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and modulation of penile vascular tone are 
significantly different conditions; a modulation of penile vascular tone cannot be equated with an 
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increase in libido. Thus, even if tamoxifen treatment was casually linked to increased libido, 
there would have been no reason to believe that it could be used to modulate penile vascular 
tone. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al. to 
disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 39. 

Claim 40 

Claim 40 recites the method of claim 39 {i.e., a method to modulate penile vascular tone 
in a male mammal in need thereof, , said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel is a CLC3 channel), wherein blocking the CLC3 channel 
results in diminished vasoconstriction to norepinephrine. 

Applicants respectfully assert that Delaney et al. fails to anticipate claim 40. As 
discussed above, Delaney et al. discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al. disclose that the patient had a need for the modulation of penile vascular tone wherein 
blocking the CLC3 channel results in diminished vasoconstriction to norepinephrine, as recited 
in claim 40. Delaney et al. fails to suggest that tamoxifen might be useful to modulate penile 
vascular tone in a patient in need thereof. Further, as discussed above, Delaney et al. fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al. disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
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perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al. do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al. were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al. clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, libido and modulation of penile vascular tone are significantly different 
conditions; a modulation in penile vascular tone cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone, wherein blocking a 
CLC3 channel results in diminished vasoconstriction to norepinephrine. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al. to 
disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 40. 
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Claim 41 

Claim 41 recites the method of claim 39 (i.e., a method to modulate penile vascular tone 
in a male mammal in need thereof, said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel is a CLC3 channel), wherein blocking the CLC3 channel 
reduces penile sympathetic tone. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 41. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had a need for the modulation of penile vascular tone, wherein 
blocking a CLC3 channel reduces penile sympathetic tone, as recited in claim 41. Delaney et al 
fails to suggest that tamoxifen might be useful to modulate penile vascular tone in a patient in 
need thereof. Further, as discussed above, Delaney et al fail to establish a causative link 
between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
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do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and modulation of penile vascular tone are 
significantly different conditions; a modulation in penile vascular tone cannot be equated with an 
increase in libido. Thus, even if tamoxifen treatment was casually linked to increased libido, 
there would have been no reason to believe that it could be used to modulate penile vascular 
tone. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al to 
disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 41 . 

Claim 42 

Claim 42 recites the method of claim 41 (i.e., a method to modulate penile vascular tone 
in a male mammal in need thereof, said method comprising administering a pharmaceutically 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the chloride channel is a CLC3 channel), wherein blocking the CLC3 channel 
reduces penile sympathetic tone), wherein the reduction of penile sympathetic tone induces an 
erection. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 42. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during a portion of his course of treatment. At no point do Delaney 
et al disclose that the patient had a need for the modulation of penile vascular tone, as recited in 
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claim 42. Delaney et al fails to suggest that tamoxifen might be useful to modulate penile 
vascular tone in a patient in need thereof. Further, as discussed above, Delaney et al fail to 
establish a causative link between tamoxifen treatment and increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1993. Ten months later, in February of 1994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
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no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and the modulation of penile vascular 
tone, together with the lack of evidence establishing that tamoxifen treatment was causally 
associated with one individual's increased libido, as well as the failure of Delaney et al to 
disclose that tamoxifen would be useful in a patient in need of the modulation of penile vascular 
tone, it is clear that the cited documents do not anticipate claim 42. 

Claim 43 

Independent claim 43 recites a method for treating erectile dysfunction in a male patient 
comprising administering to the male patient a composition comprising a CLC3 channel 
blocking agent or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable 
carrier. 

Applicants respectfully assert that Delaney et al fails to anticipate claim 43. As 
discussed above, Delaney et al discloses that one male patient on a tamoxifen regimen had 
experienced increased libido during his course of treatment. At no point do Delaney et al 
disclose that the patient had compromised vascular tissue associated with erectile dysfunction, as 
recited in claim 43. As discussed above, Delaney et al fails to suggest that tamoxifen might be 
useful to modulate penile vascular tone in a patient with erectile dysfunction. Further, as 
discussed above, Delaney et al fail to establish a causative link between tamoxifen treatment and 
increased libido. 

Delaney et al disclose that one male cancer patient experienced increased libido during a 
course of treatment with tamoxifen. According to Delaney et al, the patient began tamoxifen 
treatment in April of 1 993 . Ten months later, in February of 1 994, he reported that he had 
experienced significantly enhanced libido for the immediately preceding six months. As such, 
the onset of increased libido did not occur until the patient had been taking tamoxifen for about 
four months. Moreover, when the patient was reevaluated in January of 1995, his libido had 
returned to normal levels despite the fact that he continued tamoxifen treatment. Thus, the 
perceived side effect of increased libido was not observed until the patient had been on 
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tamoxifen for a relatively long time, and it resolved before the patient discontinued his tamoxifen 
treatment. 

Further, as discussed above, Delaney et al do not report that any studies were conducted 
to determine whether the tamoxifen treatment was definitively linked to the patient's increase in 
libido, and did not attempt to establish whether the increased libido might have been linked to 
any of the other treatments to which the cancer patient had been subjected, including 
chemotherapy with cyclophosphamide, methotrexate, and 5-fluorouracil, as well as radiotherapy. 
Instead, the authors of Delaney et al were unsure as to the cause of the increased libido. They 
do not disclose any evidence that tamoxifen treatment and increased libido were causatively 
linked. 

In addition, as discussed above, Delaney et al disclose that the increase in libido 
observed in this one patient was contrary to other case reports in which tamoxifen therapy was 
associated with impotence, and that previous studies had found that 5 to 30 percent of men 
receiving tamoxifen experienced reduced libido. Thus, Delaney et al clearly teaches that the 
patient in question was an outlier, and that tamoxifen treatment would be expected to reduce 
libido rather than to increase libido. 

Moreover, as discussed above, libido and erectile dysfunction are significantly different 
conditions; an improvement in erectile function cannot be equated with an increase in libido. 
Thus, even if tamoxifen treatment was casually linked to increased libido, there would have been 
no reason to believe that it could be used to modulate penile vascular tone or to treat erectile 
dysfunction. Improved erectile function and increased libido are distinct and cannot be equated. 

In summary, given the differences between libido and erectile dysfunction, together with 
the lack of evidence establishing that tamoxifen treatment was causally associated with one 
individual's increased libido, as well as the failure of Delaney et al to disclose that tamoxifen 
would be useful in a patient having compromised vascular tissue and/or erectile dysfunction, it is 
clear that the cited documents do not anticipate claim 43. 



Conclusion 

In light of the above, Applicants respectfully request reversal of the Examiner's rejection 
of claims 22-24, 27-29, 33-35, and 39-43 under 35 U.S.C. § 102(b). 
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B. The Claims Are Patentable over Delaney et al. in View of the Zhang et al. Patent and 
Drug Facts and Comparisons (1997) 

The Examiner alleges that claims 31, 32 and 38 are unpatentable over Delaney et al as 
applied to claims 22-24, 27-29, 33-35, and 39-43, and further in view of the Zhang et al patent 
and Drug Facts and Comparisons (1997). The Examiner stated that while Delaney et al does 
not expressly teach the route of administration set forth in claims 32 and 38, or the further 
administration of the agents set forth in claim 31, Drug Facts and Comparisons teaches that 
tamoxifen is commercially available in oral form, while the Zhang et al patent reports that 
vasodilators are useful for treatment of erectile dysfunction. Thus, the Examiner concluded that 
it would have been obvious to a person having ordinary skill in the art to administer tamoxifen 
orally. The Examiner also concluded that it would have been obvious to incorporate a 
vasodilator agent with tamoxifen because vasodilators are useful for treatment of erectile 
dysfunction. 

Claim 31 

Claim 3 1 recites the method of claim 22 (Le. , a method to modulate vascular tone in a 
male patient having compromised vascular tissue associated with erectile dysfunction, 
comprising administering to the male patient a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof), further comprising 
administering a pharmaceutically effective compound selected from an anti-diabetes agent, an 
anti-hypertension agent, an anti-coronary artery disease agent, an anti-restenosis agent, and a 
vasodilatory agent. 

As discussed above, Delaney et al discloses only that one male patient experienced 
increased libido during a portion of the time for which he was on a tamoxifen regimen. The 
patient was disclosed to be a 35 year-old breast cancer patient. At no point was he disclosed to 
have erectile dysfunction or to be in need of modulated penile vascular tone. Thus, Delaney et 
al fails to provide any suggestion that tamoxifen might be useful to modulate vascular tone in a 
patient having compromised vascular tissue. 

Moreover, Delaney et al teaches away from using tamoxifen to increase libido. In fact, 
Delaney et al teach that tamoxifen treatment is more likely to result in reduced libido than 
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increased libido. In addition, libido and erectile function are very different conditions, as 
described above. Even if libido and erectile dysfunction could be equated, which they cannot, a 
subject having erectile dysfunction or compromised penile vascular tissue surely would not have 
been motivated by Delaney et al to use tamoxifen to treat his condition. This is particularly true 
given the four-month lag time between administration of tamoxifen and the reported onset of 
increased libido, as well as the reduction in libido to normal levels prior to discontinuation of 
tamoxifen therapy. As such, a person of ordinary skill in the art reading Delaney et al. would not 
have been motivated to use a chloride channel blocking agent such as tamoxifen to modulate 
vascular tone in a patient, or to modulate penile vascular tone in a mammal in need thereof. 

The Zhang et al patent and the Drug Facts and Comparisons document fail to remedy the 
deficiencies of Delaney et al . At no point do either of these documents suggest that a chloride 
channel blocking agent such as tamoxifen would be useful either to modulate vascular tone in a 
patient having compromised vascular tissue associated with erectile dysfunction or to modulate 
penile vascular tone in a mammal in need thereof. Moreover, at no point does the combination 
of Delaney et al with the Zhang et al patent and the Drug Facts and Comparisons document 
suggest that a chloride channel blocker would be useful to modulate vascular tone either alone or 
in combination with another agent (e.g., a vasodilator), regardless of how it was administered. 
Thus, the combination of these three documents fails to render claim 31 obvious. 

Claim 32 

Claim 32 recites the method of claim 22 {i.e., a method to modulate vascular tone in a 
male patient having compromised vascular tissue associated with erectile dysfunction, 
comprising administering to the male patient a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof), wherein the agent is 
administered intravenously or orally. 

As discussed above, Delaney et al discloses only that one male patient experienced 
increased libido during a portion of the time for which he was on a tamoxifen regimen. The 
patient was disclosed to be a 35 year-old breast cancer patient. At no point was he disclosed to 
have erectile dysfunction or to be in need of modulated penile vascular tone. Thus, Delaney et 
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al. fails to provide any suggestion that tamoxifen might be useful to modulate vascular tone in a 
patient having compromised vascular tissue. 

Moreover, Delaney et al teaches away from using tamoxifen to increase libido. In fact, 
Delaney et al teach that tamoxifen treatment is more likely to result in reduced libido than 
increased libido. In addition, libido and erectile function are very different conditions, as 
described above. Even if libido and erectile dysfunction could be equated, which they cannot, a 
subject having erectile dysfunction or compromised penile vascular tissue surely would not have 
been motivated by Delaney et al to use tamoxifen to treat his condition. This is particularly true 
given the four-month lag time between administration of tamoxifen and the reported onset of 
increased libido, as well as the reduction in libido to normal levels prior to discontinuation of 
tamoxifen therapy. As such, a person of ordinary skill in the art reading Delaney et al would not 
have been motivated to use a chloride channel blocking agent such as tamoxifen to modulate 
vascular tone in a patient, or to modulate penile vascular tone in a mammal in need thereof. 

The Zhang et al patent and the Drug Facts and Comparisons document fail to remedy the 
deficiencies of Delaney et al . At no point do either of these documents suggest that a chloride 
channel blocking agent such as tamoxifen would be useful either to modulate vascular tone in a 
patient having compromised vascular tissue associated with erectile dysfunction or to modulate 
penile vascular tone in a mammal in need thereof. Moreover, at no point does the combination 
of Delaney et al with the Zhang et al patent and the Drug Facts and Comparisons document 
suggest that a chloride channel blocker would be useful to modulate vascular tone either alone or 
in combination with another agent (e.g., a vasodilator), regardless of how it was administered. 
Thus, the combination of these three documents fails to render claim 32 obvious. 

Claim 38 

Claim 38 recites the method of claim 33 {i.e., a method to modulate penile vascular tone 
in a male mammal in need thereof, said method comprising administering a pharmaceutical^ 
effective amount of a chloride channel blocking agent, or a pharmaceutically acceptable salt 
thereof), wherein the agent is administered orally or intravenously. 

As discussed above, Delaney et al. discloses only that one male patient experienced 
increased libido during a portion of the time for which he was on a tamoxifen regimen. The 
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patient was disclosed to be a 35 year-old breast cancer patient. At no point was he disclosed to 
have erectile dysfunction or to be in need of modulated penile vascular tone. Thus, Delaney et 
al fails to provide any suggestion that tamoxifen might be useful to modulate vascular tone in a 
patient having compromised vascular tissue. 

Moreover, Delaney et al teaches away from using tamoxifen to increase libido. In fact, 
Delaney et al teach that tamoxifen treatment is more likely to result in reduced libido than 
increased libido. In addition, libido and erectile function are very different conditions, as 
described above. Even if libido and erectile dysfunction could be equated, which they cannot, a 
subject having erectile dysfunction or compromised penile vascular tissue surely would not have 
been motivated by Delaney et al to use tamoxifen to treat his condition. This is particularly true 
given the four-month lag time between administration of tamoxifen and the reported onset of 
increased libido, as well as the reduction in libido to normal levels prior to discontinuation of 
tamoxifen therapy. As such, a person of ordinary skill in the art reading Delaney et al would not 
have been motivated to use a chloride channel blocking agent such as tamoxifen to modulate 
vascular tone in a patient, or to modulate penile vascular tone in a mammal in need thereof. 

The Zhang et al patent and the Drug Facts and Comparisons document fail to remedy the 
deficiencies of Delaney et al. At no point do either of these documents suggest that a chloride 
channel blocking agent such as tamoxifen would be useful either to modulate vascular tone in a 
patient having compromised vascular tissue associated with erectile dysfunction or to modulate 
penile vascular tone in a mammal in need thereof. Moreover, at no point does the combination 
of Delaney et al with the Zhang et al patent and the Drug Facts and Comparisons document 
suggest that a chloride channel blocker would be useful to modulate vascular tone either alone or 
in combination with another agent {e.g., a vasodilator), regardless of how it was administered. 
Thus, the combination of these three documents fails to render claim 38 obvious. 
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Conclusion 

In light of the above, Applicants respectfully request reversal of the Examiner's rejection 
of claims 31, 32, and 38 under 35 U.S.C. § 103(a). 



Respectfully submitted, 

Fred S. Lamb et al. 

By their Representatives, 

Viksnins Harris & Padys PLLP 
Customer Number 53137 

PO Box 111098 

St Paul, MN 55111-1098 

(952) 876-4091 



Date: ^) **>7 By: /jLj. IjJ^l^ 

Ann S. Viksnins 
Reg. No. 37,748 
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(8) 



Claims Appendix. 

22. A method to modulate vascular tone in a male patient having compromised vascular 

tissue associated with erectile dysfunction, comprising administering to the male patient a 
pharmaceutical^ effective amount of a chloride channel blocking agent, or a 
pharmaceutical^ acceptable salt thereof. 



23. A method of claim 22, wherein the chloride channel blocking agent is a compound of 
Formula I 



R 4 R 5 N(CH 2 ), 



k° K x ) c=c V 



wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or 
R 4 and R 5 are joined together with the adjacent nitrogen atom to form a heterocyclic 
radical; 

R 6 is H or a lower alkyl radical; 

R is H, halo, OH, a lower alkyl radical, or is a buta-l,3-dienyl radical which 
together with the adjacent benzene ring forms a naphthyl radical; 
R 8 is H or OH; and 
n is 2; 

or a pharmaceutically acceptable salt thereof. 
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24. A method of claim 23, wherein the compound is 1-p-p-dimethylaminoethoxyphenyl- 
trans-l,2-diphenylbut-l-ene, or a pharmaceutical^ acceptable salt thereof. 



27. A method of claim 22, wherein the chloride channel is a CLC3 channel. 



28. The method of claim 27, wherein blocking the CLC3 channel results in diminished 
vasoconstriction to norepinephrine. 



29. The method of claim 22, wherein the agent modulates vascular tone by enhancing 
vasodilation. 



31. A method of claim 22, further comprising administering a pharmaceutical^ effective 
compound selected from an anti-diabetes agent, an anti-hypertension agent, an anti- 
coronary artery disease agent, an anti-restenosis agent, and a vasodilatory agent. 



32. A method of claim 22, wherein the agent is administered intravenously or orally. 



33. A method to modulate penile vascular tone in a male mammal in need thereof, said 
method comprising administering a pharmaceutically effective amount of a chloride 
channel blocking agent, or a pharmaceutically acceptable salt thereof. 
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34. A method of claim 33, wherein the chloride channel blocking agent is a compound of 
Formula I 



R 4 R 5 N(CH 2 ) n O 




I 

wherein either R 4 is H or a lower alkyl radical and R 5 is a lower alkyl radical, or R 4 and 
R 5 are joined together with the adjacent nitrogen atom to form a heterocyclic 
radical; 

R 6 is H or a lower alkyl radical; 

R 7 is H, halo, OH, a lower alkyl radical, or is a buta-l,3-dienyl radical which together 

with the adjacent benzene ring forms a naphthyl radical; 
R 8 is H or OH; and 
n is 2; 

or a pharmaceutical^ acceptable salt thereof. 



35. A method of claim 34, wherein the compound administered is 1-p-p- 

dimethylaminoethoxyphenyl-trans-1, 2-diphenylbut-l-ene, or a pharmaceutical^ 
acceptable salt thereof. 



38. 



The method of claim 33, wherein the agent is administered orally or intravenously. 
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39. A method of claim 33, wherein the chloride channel is a CLC3 channel. 

40. The method of claim 39 5 wherein blocking the CLC3 channel results in diminished 
vasoconstriction to norepinephrine. 



41 . The method of claim 39, wherein blocking the CLC3 channel reduces penile sympathetic 
tone. 

42. The method of claim 41, wherein the reduction of penile sympathetic tone induces an 
erection. 



43. 



A method for treating erectile dysfunction in a male patient comprising administering to 
the male patient a composition comprising a CLC3 channel blocking agent or a 
pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable carrier. 
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(9) Evidence Appendix. 

A, U.S. Patent No. 5.658,936 

This document was entered by the Examiner in the Office Action mailed August 24, 

2004. 

B. U.S. Patent No. 6,266.560 

This document was entered by the Examiner in the Office Action mailed August 24, 

2004. 



C Delanev et al (Delanev et aL (1996) The Breast 5:53-54^ 

This document was entered by the Examiner in the Office Action mailed August 24, 

2004. 



D. Drug Facts and Comparisons (1997) 

This document was entered by the Examiner in the Office Action mailed August 24, 

2004. 

£L "Erectile dysfunction" definition, the On-Line Medical Dictionary 

This document was submitted with the Amendment and Reply filed November 2, 2004, 
which the Examiner indicated will be entered for the purposes of appeal in the Advisory Action 
mailed November 26, 2004. 



F. "Libido" definition, the Merriam- Webster online dictionary 

This document was submitted with the Amendment and Reply filed November 2, 2004, 
which the Examiner indicated will be entered for the purposes of appeal in the Advisory Action 
mailed November 26, 2004. 
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(10) Related Proceedings Appendix. 

There have been no decisions rendered by a court or the Board in the appeal of 
Application Serial No. 09/5 1 2,926. 



The Breast (1996> 5, 53-54 

O l996?eui»OQ Profewiotial lid 



CASE REPORT 



Increased libido: a complication of tamoxifen therapy of male breast cancer 

G. P, Delaney and A. O. Langlands 

Division of Radiation Oncology, Westmead Hospital Westmead, Australia 

SUMMARY. This is a clinical report of a male patient with breast cancer who developed the unusual side-effect of 
significantly increased libido when commenced on tamoxifen. 



CASE REPORT 

A 35-year-old man was first referred in October 1988 after 
undergoing a modified radical mastectomy of the right 
breast. The histopathology showed a 3 cm x 3 cm infilt- 
rating ductal carcinoma; foci of lymphatic invasion were 
present and four of 35 axillary lymph nodes were involved. 
Oestrogen receptor status was not known. Six cycles of 
adjuvant CMF (cyclophosphamide, methotrexate, 5-fluo- 
rouracil) were given with minimal toxicity. In June 1992 he 
returned with multiple bone metastases. As his pain was 
well controlled he received no active treatment until Febru- 
ary 1993 when he was given palliative radiotherapy to the 
thoracic spine. Tamoxifen 20 mg daily was commenced in 
April 1993. 

In February 1 994, the patient was seen for review. At that 
time his pain was well controlled. He complained of two 
side-effects since commencement of tamoxifen - the deve- 
lopment of an acneform rash and for the immediately 
preceding 6 months significantly enhanced libido including 
nocturnal emissions. Tamoxifen was continued. At his last 
assessment in January 1995, he had reported that his libido 
had returned to normal and his rash had resolved. Serial 
serum hormones were obtained (Table). These showed 
elevation of luteinizing hormone (LH) and follicular stimu- 
lating hormone (FSH) and maintenance of testosterone 
levels within normal levels. 
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Table Hormone levels 



Hormone 


Normal range 


2/1994 


11/1994 


1/1995 


FSH 


<8.7 fU/L 


U 


42.3 


45.1 


LH 


<9.0TU/L 


13.7 


20.8 


27.1 


Testosterone 


12-36 nmoVL 


23.0 


12.0 


17.0 


Oestradiol 


40-160 pmol/L 


ND 


102 


172 


Prolactin 


<495miu/L 


ND 


120 


191 



ND ■• not done. 



DISCUSSION 

In premenopausal women tamoxifen causes elevation of 
serum oestrogen and progesterone and major changes in 
FSH and LH do noi occur. In postmenopausal women the 
normally elevated levels of gonadotropins decrease and 
testosterone, oestrogen and progesterone remain largely un- 
changed. 1 The hormone profile in men is less dear. In infer- 
tile men, a randomized study found statistically significant 
increases in serum testosterone, FSH, LH and oestradiol but 
no changes in serum prolactin in the men taking tamoxifen. 2 
This finding is in contrast to recent case reports indicating 
that impotence secondary to tamoxifen therapy was associ- 
ated with castration levels of testosterone and that this clini- 
cal effect was reversed following withdrawal of tamoxifen. 3 
In this case report our patient's testosterone level remained 
within normal limits, in our patient an initial mild elevation 
in FSH and LH resulted in no change in testosterone but 
was clinically manifest as heightened libido. With further 
tamoxifen therapy the FSH and LH increased further, but 
the patient's libido has returned to normal and testosterone 
has remained within normal limits. We are not aware of any 
previous reports of increased libido as a potential side-effect 
of tamoxifen, on the contrary, 5-30% of men receiving 
tamoxifen experience reduced libido > 5 Approximately 50% 

53 



54 The*Brcast 



of women report loss of libido as a significant clinical prob- 
lem.* This patient is significantly younger than most men 
taking tamoxifen for metastatic breast cancer and perhaps 
this side-effect may be related to the patient's young age. 
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TAMOXIFEN CITRATE 



T^vHan vs Ovarian Ablation- Adverse Reactions (%) 



Adverse reactions 



Flushing 

Amenorrhea 

Altered menses 

Oligomenorrhea 

Bone pain 

Menstrual disorder 

Nausea 

Coughing 

Edema 

Fatigue 

Musculoskeletal pain 
Pain 

Ovarian cyst{s) 
Depression 
Abdominal cramps 
Anorexia 



Tamoxifen 
(n = 104) 



32.7 
16.3 
12.5 
8.7 
5.7 
5.7 
4.8 
3.8 
3.8 
3.8 
2.8 
2.8 
2.8 
1.9 
1 
1 



Ovarian ablation 
(n = 100) 



46 
69 

5 

1 

6 

4. 
-4 
1 
1 
1 
0 
4 
2 
2 
2 
2 
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erectile dysfunction 

A consistent inability to sustain an erection sufficient for sexual intercourse . Also commonaly known as 
im potence . Medically, the term erectile d ysfunction is used to differentiate impotence from other problems 
that interfere with sexual intercourse (such as lack of sexual desire and problems with ejaculation and 
orgasm ). Impotence usually has a physical cause , such as disease , injury , drug side - effects , or a disorder that 
impairs blood flow in the penis . Impotence is treatable in all age g roups . 

(12 Dec 1998) 



Previous: Erdheim disease , Erdheim tumour , Erdmann , Erdmann's reagent , erebus , erect , erectile 
Next: erectile tissue , erect illumination , erection , erection, penile 



Published at the Dept. of Medical Oncology, University of Newcastle upon Tvne 
© Copyright 1997-2004 - The CancerWEB Project. All Rights Reserved, 



http://cancerweb.ncl. ac.uk/cgi-bin/omd?erectile+dysfunction 



10/27/2004 



Merriam- Webster Online 



r 



Page 1 of 1 



! Merrlam-Webster FOR KIDS ! Encyclopaedia B RITA N NIC A 1 
Merriam-Webster ONLINE f MerrlamAA/ebstGrCDLLE€IATE*| (fA errlam-Webster U N< 



M-WCollegiate.com 
M-WUnabridged.com 
Britannica.com 
Multi-User Licenses 



Merriam-Webster Online Dictionary 



One entry found for libido. 
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Main Entry: li*bi*do 

Pronunciation: l fie- 'bE- (") do also 'ii-b&-"do 

Function: noun 

Inflected Form(s): plural -dos 

Etymology: New Latin libidin-, libido, from Latin, desire, 
lust, from UbEre to please — more at LOVE 

1 : emotional or psychic energy that in psychoanalytic 
theory is derived from primitive biological urges and that is 
usually goal-directed 

2 : sexual drive 

For More Information on "libido" go to Britannica.com 
Get the Top 10 Search Results for "libido" 
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